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Dea r  M r. L i pps :  

Du r i n g  a n  i nspec t i on  o f you r  firm , F r esen i us  Med i c a l  Ca r e , l oca ted  a t 1 8  1 6  U n d e r w o o d  
B lvd., De l r an ,  N .J. b e tween  Ap r i l  2 , 2 0 0 2  - M a y  3 , 2 0 0 2 , i nvest iga to rs  f r om th e  F o o d  
a n d  D r u g  A d m in is t ra t ion (FDA )  d e te r m i n e d  th a t y o u  m a n u fac tu re  N a tu ra ly te  Ac i d  
C o n c e n trate fo r  b i c a r bona t e  hemod ia l ys i s .  Th is  p r o d u c t is a  med i c a l  d ev i ce  w i th in  th e  
m e a n i n g  o f sec t i on  2 01 ( h )  o f th e  Fede r a l  F o o d , D r u g  a n d  C o s m e tic A c t ( the  A c t). 

T h e  a b o v e  s ta ted  i nspec t i on  r e vea l e d  th a t you r  dev i ce  is a d u l te r a t ed  w i th in  th e  m e a n i n g  
o f sec t i on  5 01 ( h )  o f th e  A c t, i n  th a t th e  m e th o d s  u s e d  in, o r  th e  fac i l i t ies o r  c o n tro ls u s e d  
fo r  m a n u factu r ing ,  p a c kag i n g , s to rage ,  o r  ins ta l la t ion  a r e  n o t i n  c o n fo r m a n c e  wi th  th e  
Qua l i t y  Sys t em  R e g u l a tio n  ( Q S R )  fo r  med i c a l  dev i ces  a s  set  fo r th  i n  Ti t le 2  1 , C o d e  o f 
Fede r a l  R e g u l a tio n s  (CFR)  P a r t 8 2 0 . T h e  dev i a t i ons  f r om Q S R  inc lude ,  b u t a r e  n o t 
l im ite d  to , th e  fo l l ow ing :  

1 . Y o u r  M a te r ia l  Rev i ew  B o a r d , th e  Qua l i t y  A ssu r a n ce  Unit ,  a n d  M a n a g e m e n t 
fa i l e d  to  i nves t iga te  a n d  d o c u m e n t th e  c a u se  o f th e  n o n c o n fo rmi t i es  re la t i ng  to  
p r o d u c t, p rocesses ,  a n d  th e  qua l i ty  sys tem as  r e qu i r e d  b y  2 1  C F R  8 2 0 .1 0 0  (a ) (2 )  
&  (b).  Y o u r  Qua l i t y  Sys t em  Po l i cy  M a n u a l  u n d e r  sec t i on  Q S P -9  states th a t “th e  
g o a l  o f a l l  d i r ec ted  i nves t iga t i ons  is to  es tab l i sh  th e  roo t  cause  o f th e  fa i l u re .” 
Fo r  e x a m p l e : 

A . C h e m i s try ana lys ts  r eca l i b ra ted  th e  e q u i p m e n t a n d  r e p e a te d  th e  ana l ys i s  
fo r  o u t o f spec i f i ca t ion  resu l ts  6 9 .7 8 5 m E q /L  ( po tass i um)  a n d  
8 6 .9 5 3 m E E q /L  (ca lc i um)  fo r  N a tu ra ly te  Ac i d  C o n c e n trate lots l N D 0 6 9 K 3  
( da t ed  O c to b e r  8 , 2 0 0 1 )  a n d  2 C D 9 7 3 C a l  ( da t ed  Ma r c h  2 5 , 2 0 0 2 ) , 
respect ive ly ,  w i thou t  a  fa i l u r e  invest iga t ion .  Howeve r , th e  c o n tro ls fo r  th e  
e q u i p m e n t we r e  w i th in  spec i f i ca t ions acco r d i n g  to  you r  p r o c edu r e  1 0 .7  
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Rev. 8, “Analytical Control Methods for the AA Spectrophotometer”; 
therefore, recalibration was not ap ifications for 
Potassium for lot I ND069K3 wer and for calcium for 
lot 2CD973CaI were- 

B. There is no reference in your procedures that analysts have the option to 
recalibrate after out of specification results are determined, see 1.36 Rev 9, 
“Determination of Sodium, Potassium, Calcium and Magnesium in 
Naturalyte Concentrate and Dry Packs by Atomic Absorption 
Spectroscopy” and 10.7 Rev 8, “Analytical Control Methods for the AA 
Spectrophotometer”. The instrument will automatically recalibrata if 
the control sample is outside the percent recovery defined in your 
procedure 10.7 Rev 8. 

The Out-Of-Specification (00s) investigations dated May 13,2002, provided 
in your May 16,2002 response and generated after the FDA investigators’ 
findings for lots 2CD973CAl and lND069K3, are not adequate because they 
do not identify any assignable causes for the out of specification results. Your 
response dated July 16,2002 states that you found an additional- out of 
specification (00s) results that have not been investigated. We understand 
that you plan on performing a retrospective investigation for these-out 
of specification results. However, according to your response dated May 16, 
2002, the in&igations performed for lots lNDO69 and 2CD973 were 
performed retrospectively without verifying the root cause of the failures. 
Based on this response, we do not have a basis for concluding that the planned 
investigation for these sixteen 00s results will be adequate. 

C. Unusual Incident Reports 2002DOO7 (dated January 14,2002), 2002DOlO 
(dated January 28,2002), and 2002D020 (dated January 28,2002) 
document environmental monitoring above the action limits established 
for TSA and SDA without determining the source of the microbe 
contamination. The microbes were detected in the drum fill room in the 
air, and on the packaging equipment surface for the Naturalyte Acid - 
Concentrate. These microbes were identified as Penicillium species, 
Cladosporium Cladosporioides, Mucor Plumbeus, Cryptococcus 
Neoformans, Hansenula Anomala, and Erwinia Rhapontici. 

Your Material Review Board, the Quality Assurance Unit and Management 
must identify the actions needed to prevent recurrence of non-c&forming 
product and other quality problems as required in 21 CFR 820.100(a)(3). A 
prerequisite to this identification processes is the documented investigation of 
the cause of the nonconformities relating to the product, processes, and quality 
system, as required by 21 CFR 820.100(a)(2) & (b). The inspection identified 
several instances in which this was not done. For example, although 
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Corrective Preventive Action Request (CPAR) 02002 was initiated to pursue 
ways to improve the environment, there is no indication that the root cause of 
the environmental concerns has been determined. Identification of the root 
cause of the issue is necessary in order to prevent reoccurrences of the 
microbes, and have an effective corrective and preventive action plan. 

2. Your Material Review Board, the Quality Assurance Unit, and Management 
failed to evaluate the need for an investigation and notification of the persons or 
organizations responsible for the nonconformance, as required by 21 CFR 
820.90(a). For example: 

A. Chemistry analysts observed out of specification results for lots 
lND069K3 (dated October 8,200l) and 2CD973Cal (dated March 25, 
2002) but did not evaluate whether a documented investigation was 
needed. 

The statement in your response dated May 16,2002 that an 00s report was 
not appropriate because the “analyst should not knowingly continue an assay 

,” such a- 
is not adequate because’ 
f specification results for 

2CD973CAl and lNDO69K3. 00s investigations 2480 and 2481, generated 
after the FD&investigators’ findings, documents that the drift for the AA 
Spectrophofometer was normal and the controls were within specifications 
according to your procedure 10.7 Rev. 8, “Analytical Control Methods for the 
AA Spectrophotometer”. 

B. Your AAMI analysis report dated February 14,200l contained a copper 
result for process water collected on February 5,200l of 0.40 mgiL, 
which is above your specification B This out of specification 
result was not investigated until pointed out by the FDA investigators 
during this inspection. This process water is used for the manufacturing of 
Naturalyte Acid Concentrate. 

3. Your Quality Assurance Unit and Management that have executive responsibility 
failed to ensure that an adequate quality system has been established and _ 
maintained as required by 21 CFR 820.20. For example: 

A. Although your management representatives issued corrective action 
requests from Unusual Incident Reports, your Management and Quality 
Assurance Unit with executive responsibility failed to ensure their timely 
correction and completion prior to the time of the inspection. For 
example, Corrective Preventative Action Request (CPAR) 01005, opened 
September 5, 2001 with a due date of October 30,200l; CPAR 01006, 
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opened October 4,200l with a due date of February 15,2002; and CPAR 
01008, opened December 3,2001 with a due date of January 3 1, 2002, 
were all still open as of the conclusion of the inspection on May 3, 2002. 

B. Your Management and Quality Assurance Unit failed to conduct Out of 
Specification (00s) investigations for lots I ND069K3 (dated October 8, 
2001) and 2CD973Cal (dated March 25, 2002) respectively, when the 
controls were within specifications according to your procedure 10.7 Rev. 
8, “Analytical Control Methods for the AA Spectrophotometer”, dated 
September 29, 1998. 

4. Your firm failed to validate the new salt delivery system for process deviation 
2002-005 dated February 1,2002 for Naturalyte Acid Concentrate lot 2BOO 17 as 
required by 21 CFR 820.75. Furthermore, the new computer software included 
with the new salt delivery system is not validated for its intended use as required 
by 21 CFR 820.70(i). The validation of computers or automated data processing 
systems that are part of production or the quality system must be validated to the 
extent possible to adequately assure performance. In addition, your Quality 
System Policy Manual under section 7.3 states that “all operations including 
process, equipment, tests, designs, or software which can affect product quality 
require the need for appropriate validations activities.” 

This letter is not intended to be an all-inclusive list of deficiencies at your facility. It 
is your responsibility to ensure adherence to each requirement of the Act and 
regulations. The specific violations noted in this letter and on the Form FDA483 
issued at the conclusion of the inspection may be symptomatic of serious underlying 
problems within your establishment’s quality system. You are responsible for 
investigating and determining the causes of the violations identified by the FDA. If 
the causes are determined to be system problems, you must promptly initiate 
permanent corrective and preventive actions. 

Federal agencies are advised of the issuance of all Warning Letters about devices so 
that they may take this information into account when considering the award of 
contracts. Also, no requests for Certificates to Foreign Governments will be - 
approved until the violations related to the subject devices have been corrected. 

We have received the written responses from your firm dated May 16, 2002, June 18, 
2002, and July 16,2002. We acknowledge your firm’s commitment to the Quality 
System Regulations. However, with respect to certain observations, your responses 
do not provide suffkient detail for us to evaluate whether the referenced corrective 
actions are adequate. As a result, in order to complete our review, we will need more 
documentation of your corrective actions, as described in the paragraphs following 
1 .B., and 2.A., above, and in the paragraphs below. 
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Regarding your response to FDA483 observation 29, your firm commits to revising 
the CPAR procedure; however, the response does not provide any documentation to 
indicate that the CPAR’s referenced in observation 29 have been adequately 
investigated with an effective corrective action. 

Your response.to FDA483 observation 28 documents test results for copper on May 
14, 2002 b- Attachment 28C states that the analytical method is for 
Dialysis water, where the samples submitted for analysis on May 2, 2002 tow 
were water. We need further documentation to show that Naturalyte Acid 
Concentrate products manufactured before and after February 5, 2001 were tested for 
copper. 

Your response to FDA483 observation 11 states that employee errors are occurring 
during analysis of Naturalyte Acid Concentrate product lots 2CD939 and lJD800. 
One employee placed the sample probe in the wrong sample tube resulting in an out 
of specification result, and another employee entered an incorrect calculation factor. 
You are responsible to ensure that an adequate quality system is in place, which 
would include an evaluation of the employees performing quality control and 
manufacturing activities at your firm. 

You should take prompt action to correct these deviations. Failure to promptly 
correct these deviations may result in regulatory action being initiated by the FDA 
without tirther informal notice to you. These actions include, but are not limited to, 
seizure, injunction ar@or civil penalties. I 

Please notify this office in writing within fifteen working days of receipt of this letter, 
of the specific steps you have taken to correct the noted violations, including an 
explanation of each step being taken to identify and make corrections to any 
underlying systems problems necessary to assure that similar violations will not recur. 
Your res onse should be directed to the New Jersey District, FDA, 10 Waterview 
Blvd., 3 J Floor, Parsippany, New Jersey 07054, Attn: Robert J. Maffei, Compliance 
Officer. 

Sincerely, 

-e 7 

District Director 
New Jersey District 

cc: Richard J. Hojnowski 
Operations Manager 
18 16 Underwood Blvd. 
Delran, NJ 08075 
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